The evidence implicating iodine deficiency in the aetiology of endemic goitre is overwhelming, and a deficiency of iodine in the diet has been accepted as the main cause of this condition (Kelly and Snedden, I960; Greer, I962; Wayne, Koutras, and Alexander, I964) .
Considerations of the quantitative aspects of iodine metabolism leave little doubt that in the presence of a sufficiently severe and prolonged iodine deficiency the development of goitre is an obligatory response if the individual is to remain euthyroid (Riggs, I952) . Nevertheless, it is an old observation that in most endemic areas all the inhabitants are not similarly affected, and that villages with and without endemic goitre may be situated the one near the other, sharing presumably similar food supplies. It is, therefore, probable that when the environmental iodine deficiency is not unusually severe, only certain predisposed individuals may develop a goitre, whereas others similarly exposed do not do so. It has been suggested that in certain cases endemic goitre might be the result of a mild environmental iodine deficiency playing upon a genetic abnormality commonly present in the inhabitants of the community concerned (Stanbury, ig6oa) . Even Curtis and Fertman (I949) noted that residence for 6 months in the Yunnan district sufficed to induce goitre in 'susceptible' persons, thus distinguishing between more and less susceptible subjects.
The familial factor in simple goitre is obvious in the rare cases of sporadic goitre due to a clearly defined inborn error of iodine metabolism (Stanbury, ig6ob), whereas in the endemic goitre areas of Switzerland monozygotic twins did not show any more concordance with respect to goitre than did dizygotic ones (Eugster, I934) . Obviously when the environmental factor is very potent a possible familial predisposition is overshadowed.
In London, however, I34 patients with non-toxic nodular goitre showed a proportion of 4I % of non-tasters for phenylthiourea compared to-avalue of 31I2 % derived from normal controls (Harris, Kalmus, and Trotter, I949) , and these results have been confirmed by Kitchin, Clarke, McConnell, and Sheppard (I959) . In a goitre survey in the Vale of Glamorgan (South Wales), relatives of goitrous patients showed a higher prevalence of goitre than relatives of a control group matched for age and sex (Trotter, Cochrane, Benjamin, Miall, and Exley, I962) . In the same study, goitrous patients appeared to consume less fish than the controls, thus supporting the view that dietary and familial factors may both be important.
In many areas of Greece simple goitre is endemic (Hadjidakis, 1959 (Fig. i) ; a preliminary report has been published previously (Hadjidakis, 1959 
Methods of Family Studies
Since goitre prevalence differs strikingly from village to village, a comparison has been made of the families living within the same village, and this has been repeated in 7 villages, the general characteristics of which are shown in Table I 
Results
Presence of Goitre in the Mother. Table II shows that when the mother is goitrous there is an increased prevalence of goitre in her children, usually 2-3 times more than when the mother has no goitre, but in the village Gonni 68 % of the children from goitrous mothers also had a goitre, compared with a prevalence of 8 5 % in those whose mother was not affected. In each village studied the difference is highly significant statistically
Mother-daughter Studies. From Table III it is evident that similar considerations apply when only the daughters of goitrous mothers are examined. The prevalence of goitre in the daughters is much increased when the mother also has a goitre, i.e. about 2-4 times the prevalence found in the daughters of mothers without goitre. The difference is highly significant (p < o-ooI), except for the village Ossa, where it is just significant (p < o0o5). On the whole the prevalence of goitre in daughters is higher than that in children in general, especially in villages like Zarko and Philia, where the over-all goitre prevalence is below 25%. The ratio, however, of the goitre prevalence in children of affected mothers over that of unaffected ones is not very different from a similar ratio derived from the study of the daughters only. Table IV shows that in sibships where the first the first daughter in a sibship has a goitre, her sib is goitrous, there is an increased prevalence of younger sisters are more heavily affected than when goitre in the younger sibs, about two to three the first daughter is not affected ( Table V) . The times the goitre prevalence found in other sib-difference is statistically significant with p < O OOI ships living in the same village. In each village for Zarko, Philia, Kotroni, and Kallipefki, p < the difference is highly significant statistically o oo5 for Mikro Perivoli, with p < o0o5 for Ossa. (p < o ooi).
The genetical predisposition seems to be more Presence of Goitre in the Father. Few adult men are affected with goitre, and thus an adequate study of the paternal genetical predisposition cannot be done. Nevertheless, in Zarko 6 fathers had a goitre, whereas their wives had not. Of their ii offspring, 4 were goitrous, i.e. a prevalence of 36%, which is not very different from the figure of 31 % found for the offspring of goitrous mothers. In Kallipefki, 2 fathers had a goitre and 2 of their 6 children were also goitrous. In a third family both parents were affected, yet neither of their 2 children had a goitre. In 2 similar families in Mikro Perivoli, i of the 2 children had a goitre.
Presence of Goitre in the Paternal Grandmother. In I2 families in Ossa a goitre was present both in the paternal grandmother and the mother. Of the 23 children of these families, I3 had a goitre, a prevalence rate of 6i %, compared with 58 % for the children of goitrous mothers at large. These two prevalence rates do not seem very different, but the small number of cases preclude an adequate statistical comparison. Of these 23 children, 8 were girls, and of these, 5 had a goitre.
Discussion
The results presented above leave no doubt that, in the regions studied, endemic goitre affects some families more than others. This could be due either to similar environmental conditions to which members of the same family are exposed, or to a true genetic factor, i.e. an inherited susceptibility to develop a goitre in the presence of a relatively mild iodine deficiency. Alternatively, the thyroid itself may be genetically more prone to develop iodine-deficiency goitre. Studies in rodents have shown that some strains have a lower thyroid/serum (T/S) ratio but a larger gland than others (Silverstein, Sokoloff, Mickelson, and Jay, I960; Silverstein and Lee,  i96i), and it is possible that these may more readily develop thyroid enlargement when a marginal drop in the plasma inorganic iodine level occurs. This trait, if shown in humans, could be considered as a partial form of the congenital absence of an iodide-concentrating mechanism described in a case of sporadic goitrous cretinism (Stanbury, and Chapman, I960) .
The present data do not permit a clearer appreciation of the nature of the familial factor involved in endemic goitre, but a large-scale study has now started, which, it is hoped, will shed some light on this perplexing problem.
Summary
The entire population of 7 villages in the endemic goitre district of Central Greece has been examined. It was found that when the mother was goitrous, her children showed goitre in a greater proportion than the children of non-goitrous mothers; and that when the first sib in a sibship was goitrous, the younger sibs also had a higher prevalence of goitre. Few adult men are affected, and so the influence of the presence of goitre in the father cannot be tested statistically. It is concluded that the results obtained are best explained by the presence of an inherited factor, predisposing to goitre development in the presence of a relatively mild environmental iodine deficiency.
